Appln. No. 09/587,662 
Response dated June 30,2005 
Reply to Notice of June 2 t 2005 



Listing of Claims : 

The listing of claims will replace all prior versions and listing of claims in the application: 

Claim 1. (Currently amended) A method for inhibiting or reducing the growth of a cell, 
comprising: 

administering a dose of a telomere damage-inducing agent being one or more of 
antimicrotubul e s, DNA a l kylators, topoisom e ras e i nhib i tors or ant i m e tabo l it e s paclitaxel 
or docetaxel to the cell wherein such agent causes one or more of damaged or 
shortened telomeres within 24 hours or prior to the initiation of the an apoptosis 
cascade, or telomere damage followed by a transient increase in telomerase activity; 
and 

administering a dose of a telomerase inhibitory agent being one or more of AZT at less 
than 260 mg/m 2 /dav, or d4T at less than 40 mg/m 2 /dav to the cell, such that an 
enhanced inhibition or reduction in the growth of the cell is achieved. 

Claim 2. (Canceled) 

Claim 3. (Previously presented) The method of claim 1 wherein said growth is aberrant. 

Claim 4. (Previously presented) The method of claim 1 wherein said cell is a tumor cell. 

Claim 5. (Previously presented) The method of claim 1 wherein said cell is a leukemia cell. 

Claim 6. (Previously presented) The method of claim 4, wherein said tumor cell is one or 

more of the brain, breast, ovary, testes, bladder, prostate, colon, lung, liver, pancreas, or 
uterus. 

Claim 7. (Original) The method of claim 4, wherein said tumor cell is benign. 

Claim 8. (Original) The method of claim 4, wherein said tumor cell is malignant. 

Claim 9. (Previously presented) The method of claim 1 wherein said growth is selected from 
the group consisting of hyperplastic or hypertrophic. 
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Claim 10. (Previously presented) The method of claim 1 wherein said inhibition or reduction in 
the growth of the cell comprises apoptosis. 

Claim 11. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are administered serially. 

Claim 12. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are administered concurrently. 

Claim 13. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are administered in any order. 

Claim 14. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered as a timed-release 
formulation. 

Claim 15. (Original) The method of claim 14, wherein said telomere damage-inducing agent 
and telomerase inhibitory agent are both administered as a timed-release formulation. 

Claim 16. (Previously presented) The method claim 1 wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered locally. 

Claim 17. (Original) The method of claim 16, wherein said telomere damage-inducing agent 
and telomerase inhibitory agent are both administered locally. 

Claim 18. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered systemically. 

Claim 19. (Original) The method of claim 18, wherein said telomere damage-inducing agent 
and telomerase inhibitory agent are both administered systemically. 

Claim 20. (Previously presented) The method of claim 1 wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered regionally. 
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Claim 21 . (Original) The method of claim 20, wherein said telomere damage-inducing agent 
and telomerase inhibitory agent are both administered systemically. 

Claim 22. (Previously presented) The method of claim 1 wherein said cell is in a human. 
Claim 23. (Currently amended) The method of claim 1 wherein said telomere damage- 
inducing agent is paclitaxel , or a d e r i vat i ve thereof . 

Claim 24. (Currently amended) The method of claim 1 wherein said telomerase inhibitory agent 
is a nuc l eos i d e analog, or d e r i vat i v e th e r e of AZT . 

Claim 25. (Canceled) 

Claim 26. (Currently amended) The method of claim 24, wherein said telomerase inhibitory 
agent nuc l eosid e analog is AZT in a dose of no more than about 0.24 mg/kg/day. 

Claim 27. (Currently amended) The method of claim 24 1, wherein said telomerase inhibitory 
agent nucleoside ana l og is d4T in a concentration of at least about 20 micromolar in a 
tissue . 

Claim 28. (Currently amended) The method of any on e of claims 1 wherein said ag e nt 
s ele ct e d from th e group cons i sting of telomere damage-inducing agent and t el om e ras e 
inh i b i tory ag e nt, is administered as a subtherapeutic dose , and where a subtherapeutic 
dose for paclitaxel is less than about 120 mg/m 2 , or for docetaxel is less than about 72 
mg/m 2 . 

Claims 29-32 (Canceled). 

Claims 33 (Withdrawn) A method of screening a candidate agent effective for inhibiting 

or reducing the growth of an aberrant cell and for treating a patient with said screened 
candidate agent comprising: 

contacting an aberrant cell with at least one agent and determining if telomere damage 
has occurred; 

contacting an aberrant with the same or at least one other agent and determining if a 
reduction in telomerase activity has occurred, whereby an agent or agents, alone or in 
combination, that are determined to induce telomere damage and inhibit telomerase 
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activity, are indicated as an agent or agents that inhibits or reduces the growth of a cell; 
and 

administering to a cell patient a therapeutically effective amount of the identified agent or 
agents. 

Claim 34 (Withdrawn). A method of screening an agent for treating aberrant cell growth 

in a mammal comprising: 

contacting an aberrant cell with a telomere damage-inducing agent being one or more of 
antimicrotubules, DNA alkylators, topoisomerase inhibitors or antimetabolites and 
determining if telomere damage has occurred; 

contacting an aberrant cell with the same or at least one other agent and determining if a 
reduction in telomerase activity has occurred, whereby an agent or agents, alone or in 
combination, that are determined to induce telomere damage and inhibit telomerase 
activity, are indicated as an agent or agents that inhibits or reduces the growth of a cell; 
and 

administering to a mammal a therapeutically effective amount of the identified agent or 
agents. 

Claim 35 (Withdrawn). The method of claim 34 wherein said mammal is a 

human. 

Claims 36-41 (Canceled). 

Claim 42. (Currently amended) A method of treating cancer in a patient comprising, 

obtaining a telomere damage-inducing agent being one or more of a nt i microtubul e s, 
DNA a l ky l ators, topoisom e ras e i nh i bitors or ant i m e tabo li t e s paclitaxel or docetaxel, te 
sa i d pat ie nt wherein such agent causes one or more of damaged or shortened 
telomeres within 24 hours or prior to the initiation of the apoptosis cascade, or causes 
telomere damage followed by a transient increase in telomerase activity, and a 
telomerase inhibitory agent; 

administering an th e rap e utica ll y -e ff e ct i v e amount of said telomere damage-inducing 
agent to said patient^ and administering an th e rap e utically -e ff e ct i v e amount of a 
telomerase inhibitory agent being one or more of AZT or d4T to said patient, such that 
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an enhanced treatment of the cancer is achieved when compared to the treatment with 
. the telomere damage-inducing agent alone. 

Claim 43 (Canceled) 

Claim 44 (Currently amended). The method of claim 42, wherein said telomere damage- 
inducing agent is paclitaxel , or a d e r i vat i v e th e r e of . 

Claim 45. (Currently amended) The method of claim 42, wherein said telomerase inhibitory 
agent is a nuc le os i d e ana l og, or d e r i vat i v e th e r e of AZT . 

Claim 46. (Currently amended) The method of claim 45, wherein said telomerase 

inhibitory agent nucl e os i d e analog is AZT in a dose of no more than about 0.24 
mg/kg/dav . 

Claim 47. (Currently amended) The method of claim 45, wherein said nuc le os i d e analog 
telomerase inhibitory agent is d4T. 

Claims 48-89. (Canceled). 

Claim 90 (Currently amended). The method of claim 24 42, wherein said nuc le os i d e ana l og 
telomerase inhibitory agent is d4T in a dose that produces at least about 20 micromolar 
p l asma concentration in a tissue of a patient subj e ct . 

Claim 91 (Currently amended). The method of claim 2§_42, wherein said t el om e r e damag e 
i nduc i ng ag e nt i s pacl i tax el , or a d e r i vativ e ther e of, and the ratio of th e AZT 
conc e ntration dose is between about 125 mg/dav and about 400 mg/dav . to th e t el om e r e 
damag e-i nducing ag e nt — conc e ntrat i on is about 4 0:60 of th ei r r e sp e ctiv e th e rap e ut i c 
conc e ntrations. 

Claim 92-96 (Canceled). 

Claim 97. (Currently amended) A method for inhibiting or reducing the growth of a cell, 
comprising: 
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administering a dose of a telomere damage-inducing agent being one or more of 
paclitaxel, docetaxei, vincristine, cisplatin, doxorubicin, mitoxantrone, methotrexate, or 
5-fluorouracil to the cell wherein such agent causes one or more of damaged or 
shortened telomeres within 24 hours or prior to the initiation of the apoptosis cascade, or 
telomere damage followed by a transient increase in telomerase activity; and 
administering a dose of telomerase inhibitory agent being one or more of AZT , d4T, 
carbovir, 7-deaza-dGTP, or 7-deaza-dATP t o the cell, such that the doses of the 
telomere damage-inducing agent and the telomerase inhibitory agent are synergistic for 
an inhibition or reduction in the growth of the cell i s ach ie v e d . 

Claim 98 (Previously presented) The method of claim 97 wherein the telomere 

damage-inducing agent is one or more of paclitaxel, docetaxei and vincristine. 

Claims 99 (Withdrawn) The method of claim 97 wherein the telomere damage-inducing 
agent is cisplatin. 

Claim 100 (Withdrawn) The method of claim 97 wherein the telomere damage-inducing 
agent is one or more of doxorubicin or mitoxantrone. 

Claim 101 (Withdrawn) The method of claim 97 wherein the telomere damage-inducing 
agent is one or more of methotrexate, or 5-fluorouracil. 

Claim 102. (Previously presented) The method of claim 97, wherein said growth is 

aberrant. 

Claim 103. (Previously presented) The method of claim 97, wherein said cell is a 

tumor cell. 

Claim 104. (Previously presented) The method of claim 97, wherein said cell is a 

leukemia cell. 

Claim 105. (Previously presented) The method of claim 103, wherein said tumor cell is one or 
more of the brain, breast, ovary, testes, bladder, prostate, colon, lung, liver, pancreas, or 
uterus. 
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Claim 106. (Previously presented) The method of claim 103, wherein said tumor cell is 

benign. 

Claim 107. (Previously presented) The method of claim 103, wherein said tumor cell is 

malignant. 

Claim 108. (Previously presented) The method of claim 97, wherein said growth is one 

or more of hyperplastic or hypertrophic. 

Claim 109. (Previously presented) The method of claim 97, wherein said inhibition or 

reduction in the growth of the cell comprises apoptosis. 

Claim 110. (Previously presented) The method of claim 97, wherein said telomere 

damage-inducing agent and telomerase inhibitory agent are administered serially. 

Claim 111. (Previously presented) The method of claim 97, wherein said telomere 

damage-inducing agent and telomerase inhibitory agent are administered concurrently. 

Claim 112. (Previously presented) The method of claim 97, wherein said telomere 

damage-inducing agent and telomerase inhibitory agent are administered in any order. 

Claim 113. (Previously presented) The method of claim 97, wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered as a timed-release 
formulation. 

Claim 1 14. (Previously presented) The method of claim 113, wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are both administered as a timed-release 
formulation. 

Claim 115. (Previously presented) The method of claim 97, wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered locally. 
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Claim 116. (Previously presented) The method of claim 115, wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are both administered locally. 

Claim 117. (Previously presented) The method of claim 97, wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered systemically. 

Claim 118. (Previously presented) The method of claim 117, wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are both administered systemically. 

Claim 119. (Previously presented) The method of claim 97, wherein said telomere damage- 
inducing agent or telomerase inhibitory agent, is administered regionally. 

Claim 120. (Previously presented) The method of claim 119, wherein said telomere damage- 
inducing agent and telomerase inhibitory agent are both administered systemically. 

Claim 121. (Previously presented) The method of claim 97, wherein said cell is in a human. 

Claim 122. (Currently amended) The method of claim 97, wherein said telomere damage- 
inducing agent is paclitaxel , or a d e r i vative th e r e of . 

Claim 123. (Currently amended) The method of claim 97, wherein said telomerase 

inhibitory agent is-a -AZT or a d e rivat i v e th e r e of . 

Claim 124. (Currently amended) The method of claim 123, wherein said nuc le oside 

ana l og t elomerase inhibitory agent is AZT in a dose of no more than about 0.24 
mg/kg/day. 

Claim 125. (Currently amended) The method of claim 123, wherein said nucl e oside 

ana l og t elomerase inhibitory agent is d4T in a tissue concentration of at least about 20 
micromolar. 

Claim 126. (Currently amended) The method of claim 97 wherein said agent io ono or moro of 
telomere damage-inducing agent and t el omoraoo i nhibitory ag e nt, is administered as a 
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subtherapeutic dose , and where a subtherapeutic dose for paclitaxel is less than about 
120 mg/m 2 , or for docetaxel is less than about 72 mq/m 2 . 

Claim 127 (New) The method of claim 1 wherein said cell is in a non-human animal. 

Claim 128 (New) The method of claim 97 wherein said cell is in a non-human animal. 
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